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(57)Abstract 

The present invention provides a novel pharmaceutical composition based on the use of a 
particular oil phase which comprises a lipophilic, pharmaceutically active agent, a mixture of 
diglyceride and monoglyceride in a ratio of from about 9: 1 to about 6:4 by weight 
(diglyceride:monoglyceride) wherein the diglyceride and monoglyceride are mono- or di- 
unsaturated fatty acid esters of glycerol having sixteen to twenty-two carbon chain length, 
one or more pharmaceutically acceptable solvents, and one or more pharmaceutically 
acceptable surfactants. The composition is in a form of self-emulsifying formulation which 
provides high concentration and high oral bioavailability for lipophilic compounds. 
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6 : 4 (5?^U"feU 1* : ^/^'J-fe'J F) OttttO? 

jWWft^rrsy u -fey xo^/ - sfc»5?-^ttsi» 



i. (a) mm&vmm±m&*m. 

(b) ^9 : l%l>Uft6 : 4 (S^y-tr'J F : t/^y-fey F) ©fi*i£© 

^ y y f *3 j: tf ^ / 7 y -fe y f ©s^», £ £ kwj? v -fe y F $3 «t tf t / 
y y -t y Hi i 6 ftv l 2 2 ©M^iis^wr^ ^y y y©^/ -srct±^- 

( c ) i sfctt^n*@^sEg^±fm^ns^ 43«j:tf 

(d) iii:rcit%ti%mzzmm±fm-t£tizfmm&\ 

Xf"P> (Medroxyprogesterone Acetate), 7°P if n> (Progesterone), x 
XhXfoX hP^y £V">(Troglitazone), tf^y £ VXPioglitazone) 
, ^WJ F(Glyburide), *r F P-t7-MKetoconazole), >f h^n^-y— ;K 
Itraconazole), fcX/h'rt'X SN-3 8, ffiH-Y.y 7 -r^Xlrinotecan h 
ydrochloride) s ^7 y £^-t?;KPaclitaxel), K-fe (Docetaxel) , P 

NU-1, PGE 2o , PGEu PGE 2 , 'r'yV.hVy* i/?— h (Delavirdin 
e mesylate), t££^>E, ^'J F^ 5^7— F (Tirilazad Mesylate), #V 
-t^7;Ve>(Griseofulvin)> h-f > (Phenytoin), ^77p7xX 7 

;WVHVP7xy (Flurbiprofen), PNU-2, P N U- 3 ft £tfP N U- 4 «fc 

3 . Mii«TE^±stt^^j*\ it>fm*y>A$ rcimwtf y / x# 

4. Mig«TEm±Sft^J^\ -&frfi^<Z)^4fi«%^^L^4 0fia 

6. i^'j^'jhmwx ^y/i>7-F£fc&^n£^#$r?& 



(3) #g2 0 0 2-5 1 1 0 9 9 

1 0. M^U-fciJ Kfe<J;«y^U-trU KOjI^ff, ^Itmj5»*55fi 
1 1. M^U-feU Kfeitft/^y-feU FOii^Sl*^ ^ffllJ»«5 3 
12. S^U-bU F*5J:tfty ^U-feU F©^Ws 3^8 : 2 (v^U-fe 

'Jn-;k ^'Jifl/^^'J.n^K #U-feD>\ x^y-;K HJ7-fe^>\ 
V s ^f;WVV ;1/ tf F ^ ^Un7n-;Kgiycofurol), 7°nh°u;/#-«- F 

^ i mm(ommmso 

1 6. MES±f^2n£-«£\ mi ■ MD&T*7u\£U>?Vu>->M33: 
tf9 5% (v/v) x^y-;l/^#t?fM^^fe^^^»i(h-r§ll«llH 



1 7. mmM±mmn&mmi>\ &mmmwmi oss%&^u<j3 on 
19. ^E^±TO^ns^ffiStt^ ^u^^wottf?^ # 

'J^>;V3 5t^>i, V;l/h-;l/(Solutol)HS- 1 5. 2#yKTagat)T 
0. ^U3-;KPeglicol)6-^-bx-h, #ij ^i/xf l>VXf7W h 



20. ^E^±im^nsmrS«I^ #y**$/;Mo®{fcfc^>?ifni:fc 

2 1. # 7 * 7 (Cremophor)RH40T& 1 9 SSicOt° U #^>;l/ 4 
2 2. ^U*7*rEL*/£«^U ; E7*rEL-PT?&«^Sl 9SH«O^U 
2 3. MOTrSMiI^ Mf&£»m 0fiB%fc^U&5 0M%<D»"? 
2 4. £fHS$%KD#J3 0fifi%&l>L^4 5fi»%£0fiT 

2 6. Illtt7^y«7i^;!/7ry, JIHtT^/iSfettnUVi: 

2 7. MffilS7;l/^7^>^\ x?/-;V7^X i/x^7-;l/7^X h 
iJx^/-;l/75X x^l/>i/75X ^f\rt/7^/x#7-;l/$:fcJ±MJ 
X(H Fn^^^5 L ;V)7^7^^y^fe^»il^Wi5:h-r§IMil2 6fHS<DE 
3£fflJ5J$& 0 
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29. msg&T%yk\ Mmmmrno. \mm%^hm\ omm%<D 

3 0. $39: ifti/>U$6 : 4 (S^U-feU F : €r7 ^U-felJ F v/v) © 
d fc ? U -fe U F ft «fc tf ^ / ^ U -b U Ktf 1 6 & V* L 2 2 ©J^HU 
3 1. 5 5 £ , If ^ 2 5 lEffiOfgSttT = > ^t?!i « 3 0 SH«« g 
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mmommtwm 



*bTW^M^» (AIDS) tt\mtth%M*i£V-CfrX 
(HIV) ta3feLfeM#<0?i&*Ji:^^SSCii:^E*nfeo PUHfctt. s£ 



^?n5Mli, (H^pHtifif) pH6. 5CD«MT«^J1 n g/m 1 



minim 




/ 5 1: U x ^ n. c n«jSffi&©7jctt® iijfc J: t) < 1 1 2 ©If 

H^HS^W0 9 5/3 0 6 7 O^i, UhD^^;l/XS3flS*tl&«-rS0 
Hfig&IIS^WO 9 6/3 9 1 4 2^±, ^nf7- tfMM^W^r^ 
ffl7irMGB 2, 2 2 2,7 7 0A§tt ^^nx^>3>-7° 

^^'UXa#I^MGB 2, 2 2 8, 1 9 8Ait «^i:ltW^DX 

&< ilt 1 0©HL B^^^WffiS'14»#t?EM«^if^LTV^o 
Y^UXS#fFGB 2, 2 5 7, 3 5 9 B^H\ ^^aX^'JX 1,2-7° 



(8) #S2 0 0 2-5 1 1 0 9 9 

)KB#fFSg4, 2 3 0,7 0 2*t&, ^tlg^lJ £ ^£|»IMt^%^liil 

*f§BJ!£>S«^ *f£(W, (««I4 0 Omg/g 

(a) H^ttTE^±rgtt^M, 

(b) 8J9 : l£v>U$6 : 4 &#V*zV F : t/^U^U F) OfiStt© 
v^U -fe U F&J:tFE/ ?V -tr U FOigim £ d fc^S^U -fe 'J F$5 ££PE 7 

-fe D Ft± 1 6 ft^L 2 2 ©EIIS^fT^ -tr U y<D*S-&1tlt*J-^ 

( c ) isfca^n^@^s^±fFS^ns?g^ 

(d) i %rcfczn*mzzmm±3?mzti5Rmmmi 




II 



K4\ R,fiH-T?&D ; R 2 tiC3-c 5 7;^;K 7x-;V-(CH 2 ) 2 -, h 

e t-SOzNH-(CHz) 2 -, ^P7°P (C Hz ) 2 F-7x^V-( 
CH 2 ) 2 - h e t-S0 2 NH-7x-;l/- £fct±F 3 C- (CHO 
D ; fcSl/HiRi ^R 2 ; R 3 SR, -(C H 2 )„ - 

CH (R 5 ) H 3 C-[0 (CH 2 ) 2 ] 2 -CH 2 - Cs-C 5 7;V^;K 7i- 

(CHOi- h e t -S 0 2 NH-(CH0 2 - (HOCHz) 3 C-NH 
-C (0) — NH— (CHO 3-, (HOzC) (H 2 N)CH- (CHO 2 -C ( 
0) -NH- (CHz) 3-, b°^v ? >-l-^;V-C(0)-NH-CCHz)3, 
HO3 S(CHz) 2 -N(CH 3 )-C(0)-(CH 2 )«-C(0)-NH-(CH 2 ) 3 - 
i/^D7°Ptf;V-(CH 2 )z- N F-7x-^-(CH 2 ) 2 - het-SOzNH 
-7x^;k ZmtFs C-(CH 2 ) 2 -T*feD ; n&O. 1 Sfctt 2 ^fe D ; R< 
B7x-;k he u v^n7°nlf;k H 3 C-[0(CH 2 ) 2 ] 2 - h e t-SO 
2 NH- Br-, Ns-, ^fc^H0 3 S(CHz)z-N(CH 3 )-C(0)-(CH z 
).-C(0)-NH-T$D ; R 5 (i-CH 2 -CH^fdi-CH 2 -^^D7°Dti 0 

; R 6 &^P7W;k ch s -ch 2 - sfcfct t -r/^vve&t) ; 

R,(i-NR 8 SOz-h e t, 



mstcfc t? r 3 vwmznx^Th j^-n r« s o 2 -7x~;k muti; d r 9 

T'S&StlT^Tfe C Hz - S Oz -7x^;k C Hz - S Oz - h 

e t^feD ; R.a-m sfcte-CHs-e&t) ; r 9 s-cn, -f, -oh, 

Sc/Hi-NOzTfeD ; Lilthe ttt», ^i&fc£MM£9&&^fr£>® 

^isw^^d ; zinta, ^.to-cHa, -cn, -oh, -ccoo 

CzHs, -CFj, -NH 2 , feL<t±-C(0)-NH 2 -Z?a^?nTl>Tfc<J:^ 



(10) 
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DfrK R„ |4H- CH 3 0- gfe&CHs 0-[(CH 2 ) 2 0] 3 -T*£D ; Ri 
^iv^P^Pfc^k ^/ca-CH 2 -CH(CH0 2 ffeD ; R> 2 t±3fMK:«J:DR 
15 "Pffl|$ftWTfc^-NRM S0 2 -7x-;K — N Ru SCh-heU 
mmicXVRi* T*fi?nT^Tfcj:^-CH2-S02-7x-;k $fcl±-C 
H 2 -S0 2 -h e t ; R« tt-H, -(CH 2 ) 2 -CH S , -CH 2 -^n 

7°Ptf;k ^fc{i-CH2-7x-;V*e^l? ; R« tfcte-CHsTfeD 

; Ru S-CN, -F, -CHs, -COOH, Sfcfi-OHT'St) I CCKh 

£#tr5-, 6 - lfc(i - 7 I©^SfcM«S D ; cttfctt, mmic 
«fct) HHSfct±2ffi3©-CHs, -CN. -C(0)OC 2 H 5 , £fc{±-OH7B 

t?^* <b^ s « * n 5 o gn±fp^£ ^ t v> 5 0 
^xcDmmttmmtZc ztabiz. fe^mpf^mm (aids) 

hM^7-Y;VX (H I V- 1 Sfc&H I V- 
2<Dm ^fcttt:M-»ii7-l'^X(HTLV - I Sfc&H T L V — I 
I) o cT # n h V h o7-Y;VX£liLf:lf^Mt^©Etfflt^Sc it 

k ik ii i&£tfi v^2n&{bg* (ftiii^Li*iwo-^ 




m 



rv 



tfcftir) H^tBM#^P C T/U S 9 5/0 5 2 1 9^lcM^tU #fFlM 
^tlT&tK H|g&||#ffWO 9 5/3 0 6 7 O^fBK^trtVS^fc:^ 

*«Htt?fflV^ "»ilM&ft£*" fcSKtt, LOG P>2 (LOG Pfl± 

^TgaisnsA^v-rn^-ess) t\ i&^L8©pH$gmH£v>M6D7jc 

fig 

(<0. Img/ml) T\ lmg/mltrjHsfe.a^JKSOgaJL^tt^H' 

Si, IK I I I SfcfcJ: I VT7S^n^tf5y>{k^ ; ^ 
q^Xfo/ 7D^fn>S/c«fXhXfny©^^ #»ttx f p / F 

A^hf'>y, SN-3 8£fctt (CPT-i l ti^mfeS) 

^^F-fe^ (Docetaxel) SfcttP NU- 1 0£fc££4^>(taxan) : P G Ez « 
, P G Ei f /cSP G EzCiT^t^PX^^^y ; f7lf;^y (Delavird 
ine) ^/^-K tT^^yE (a- Fn7xP-;VX ^U^IfF (Tirilazad) 
K yU-fe^7;HfXGriseofulvin) % 7i- F^ > (Phenytoin). -f" 
^Vn7x/ 7;WHf7°P7xy (Flurbiprofen). PNU-2, PNU-3f 
fc^PNU-4^^n§ 0 



"SN-3 8" ftSfgfi, 1t¥£ (4S) -4, 1 1-^^-4,9-^11 
Fp4^>- 1 H-«/[3\ 4' 16, 7HyFU>V[l, 2-b]>/D>- 
3, 1 4 (4H.12.H) VtXDikmt&W}*^?. 

"PNU-1" r&^mZ, m[2aR-[2 aa,4a/?,6/3,7/3,9(a 
R , /S S*), 1 1 a, 1 2 a, 1 2 a a, 1 2 b a]]-6. 1 2 b-lfX (TttM 
4^) -1 2-(^>!/>f;W^'»-2 3,43,5,6,7,10,11,12,123, 

1 2 b-rfctiKn-l 1-HKd^>-4 3, 8,13,1 3-fh7^^;V-5-^ 
7-7, l i-^^y-iH->^nf*[3, 4]^X[i, 2-b]#=Hzh-9->f;l/ 
/? - [ [ [( 1 , 1 -SO* ^;VX^;l/) 7$y]«-^]7 = y]-a-hFP^^y 
-gX/n/VT—K 3cfcfc£ (1 S, 2 S, 3 R, 4 S, 7 R, 1 0 R, 1 2 R) -4, 
1 2-tTX(7-tr^;l/^v')-l 5-[((2R, 3 S)-3-{[(tert-7>;V7 = /)* 
;l/^-;l/]7^/}-2-ti Fn^v'-3-7i-;l/7°n;V -Ol/)*^]- 1 -t Fn 
4^>-l o, l 4, l 7, l 7-rh7^f;Wl l-^V-6-Wfh7^n[ 
l i.3.i.o s -' 0 . o 4 ' 7 ]^7°^x*-8, 1 4-^xy-2-^Myy7-bO 

"PNU-2" i&S^i, {b^S 1 -[(2, 4-S>- 1 -IfnU 9 H 

-tfU5K[4,5-b]>r> K-;l/- 9 -^;l/)7i!f;l/] tf n D $ felt 2 
-[2, 4-i/(l -tfPU^;V)-9H-tfU ^ F[4, 5 - bK> K-;l/- 9 
-JM-i - d -tfny s?x;i,)- i -x^/yo{b^fb^»v^o 

"PNU-3" ftS^fi, fb¥^(s)- i-[2-[4-[4-(7^y^j;Vfc 



;I0 7 x - 1 - tf^ 5>x;i/] x^-;l/J -3, 4-^bFn-N-^ 1 
H-2-^>y*tf^y-6-^;l/^^^ h\ ttdtt l H-2-^yytf^>'- 

1 -[2-[4-[4-(7^»~;W7x-;l/]- 1- 
t!^7^x;l/]xf-;W-3, 4 Fp-N-^7^-, (S)-Sfett( 1 S)- 
l -(2-{4-[4-(7^7«-;l/)7i-;l/]-i -^7^-;Wxf;W 
-N-*fvl/-3, 4-^tFn - l H-^V^p;*>-6-£;W?4^ KO 
ib^b^^rv^o 

"PNU-4" &3f§«, fb¥S(-)-6-^PP-2-[(l -7P[2, 3- 



(13) #S2 0 0 2-5 1 1 0 9 9 

c ] if y vy- 5 — r )]/x.f-)V) tti -4-\£v^zsyy^y, £ fc« 6 - ^ n 

p - 2 - {[( l s)-7n[2,3-c]t!U 5? V- 5 — f ;l/x^;l/} x;Vfc;W - 
4 - M V 5 5 y<D{tmt£rm%^ 5 0 

MAfcf, ^g4^^nX#'J>B, Traber&lCfeS 1 , Helv. Chim. Acta. 60 
, 1247-1255(1977) ; Traber 5 «k S 2 , Helv. Chim. Acta. 65, No. 162, 1655— 1667( 
1982) JKobel IZ. <£ SEurop. J Applied Microbiology and Biotechnology, 14, 273 
-240 ; $5^t>\on Wartburg E>lc£Z> Progress in Allergy, No. 38, 28-45(1986) K 

^-^w^nx,fj ymmi^tci^m^^^^v y^ *mm$m 

4,1 0 8,9 8 5^§\ 210,58 1 -iffecfctf 4 , 2 2 0,6 4 1^; 

fr^HS^O 034 5 6 7^&££f0 056 7 8 2^ ; S^#H^H#^W 
0 8 6/0 2 0 8 0€;Wengerfc«fcS.l, Transp. Proc. , 15, Suppl. 1:2230(1 
983) ; 

Wengerfci;?, 2, Angew. Chem. Int. H24K£, 77(1985) ; 43 <fctfWenger£ «fcS 3 
, Progress in the Chemistry of Organic Natural Products 50, 123(1986) ic 

A>7ff^t M.E.Wall^Cfc^J.Am. Chem. Soc, vol. 88, p. 3888(1966) 
^fa^^nTl^^C^-oTf-^^^-X'^ 1 ; -(Chinese tree)<Df^(stem 
wood)*^^SCi:^TirSo ^7>7°h-r> / >(i, E. J. Corey £ 40,p 
.2140(1975) ; Stork, Schultzfc<fc3 J. Am. Chem. Soc, vol. 93, p. 4074(1971) I J.C. 
Bradley, G. Buchilc <£ § J. Org. Chem. , vol. 41, p. 699(1976) ; T. Kametani £>&CJ:<5J 
. Chem. Soc.Perkin Trans. I, p. 1563(1981) KfEi^nTt^f jjic^o TUST 

bP^'J^V"^ *S#frB4, 5 7 2,9 1 2 ^^H^$nTl^^« 
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tfp^u^w^, ^mmm4, 687,77 7^pj^nTt^&« 
^-hntv^wt Mmwmm4, 144,34 6m$&Tsm4. 223,036 

?V7V *S#fr1g3, 4 5 4,6 3 5^t^?ntl^»fct 

^U-fe^7;Hf *H#fFffl3, 0 6 9,3 2 8^ *H#|^3, 0 6 9, 
3 2 9#fe«ttj : Grovee>K:«J:SChejn Ind. (London), p. 219(1951) I & <£tfj. Chem. S 
oc.p. 3977(1952)^^^tlTl^^t^oTiiW^^^/b^$^ 0 

>T h^r3^-V-;Wi:, #H#fr1g4, 2 6 7,1 7 9^Kli^2ftT^5¥i3#: 

^^'J^^-tr;Wi, R.A.Holtone>t«fc«J. Am. Chem. Soc. , vol. 110, p. 6558(1988 
):K.C.Nicolaau6fc:<fc3Nature, vol. 367, p. 630(1994); "New Trendsin Natural 
Products Chemistry 1986" tMLfcQ. G. I. Kingston?) fc^S Studies in Organi 
c Chemistry, vol. 26, Attaur-Rahman, P. W. Le Quesnefl (Elsevier, Amsterdam, 1986 
), pp. 219-235M^£nTl^^cfeTMlhr3 C i:^t§„ 

|^ Ko^->7n^fn>a, *g#fFil3, 3 5 9,2 8 7§ti^$n 

f-U^F^^-H^ ^S#fF^5, 1 7 5,2 8 1 *f fclffl*£nTV3¥ 
7^ P C TH^#fFtfM#^9 1/0 9,8 4 9^tc^^nT 

PNU-ltt, R. A. Johnson J. Med. Chem. vol. 40, pp2810-2812 (1997) \Z 

PNU-2ft IMS^W0 9 3/2 0 0 7 8 ^CH^^tlTV^^t 
PNU-3H, HUS^IHS^WO 9 7/0 2 2 5 9 ^|f^£nT^3^}£« 



(15) #S2 0 0 2-5 1 1 0 9 9 

PNU-4S, Si^Hg^WO 96/135678 fcffi^^nTV^S^Sfc 
^^7x«WS3, 2 2 8,8 3 l^«fctf^3, 3 8 5,8 8 6^ 
7;WH£7°P7x>«, ^B#fFff?3, 7 5 5,4 2 7^H^nTl^^?£ 

tfe Tiis-r a ci £ # -z? # s o 

7i-f^>a, #S#§fri!2, 4 0 9,7 5 4^El^?nTV^^£^o 
WJyf^y (C PT- 1 1) ^H#|^4, 6 0 4,4 6 3^^ 
PGE.S, E. J. Corey ^Jc^ J. Am. Chem. Soc. 90, 3245-3247 (1968) 
P G Ei It, ^H#IfH3, 5 9 8,8 5 8#tii^«tlT^«#?itfeTia 
P G F 2a it, ffl#|^H3, 6 5 7,3 2 7^fciI^£ftTV^^EftoTili 



^tfffljSftK £ c fcgr^y -b D Ffe «t r5ty ?U -tr U Kt± 1 6 ft^ L 2 2 



imm<OW)*.V Ffcli, ffiB&: HOCH 2 -CH(0 2 CR)-CH 2 (0 2 
CR)S/ctt(RC0 2 )CH 2 -CH(OH)-CH 2 (0 ! C .R)£*rf S^l) -fe V y 

l 7 0iKlRM : f*^'rs^-^flSfti7;V+;l/ST?SS)x gfctev^l^O&J; 

*»ty^^'J Ffcti, HOCH 2 -CH(OH)-CH 2 (0 2 C 

R)$fefiHOCHz-CH(Oi CR)-CHiOH*^-rS^'J-fe , J>©Jifi&lftx 

«^-^ISa7;V^;VSTfeSo £?£tA^e/^U-t?U FK/tWXRti 
i 7cd^m?^i-^^7-^$p7;v^;vs), ^yy/i/r-FCR&i 7 
©J^M?£#«^-^fl^7;v*;i/g). s/t!^ytwyfej:o*ty i) 
yur-hoi^i/^o L^t/^y -try Kat/tu-ons 

x^ssisrs j: o rus-t a £ t # § 0 

§§ 0 LfrL&tfS. »tt©EM±Stt%M^ 



4 o omg/gizcDig&m&xtfmmmzte^v hK^n o-s 4%km? 

WO^W^T^^lfy-r-f- (77bWT6 0-7 0%) SWTS 

(a) giS±^14%M£LT®iU. IK II If fdil VT^n§lf7 

(b) 819 : lfcvU&6 : 4 (^U-feU F : t/^U-bU H) onm&V 

^y -b y Hfi 1 6 2 2 commmmzmtz ?v t y >o^>-srct4^- 

«?Pll«xX7-;UT^ D , 

(c) isrfca*n&ffi*sE^§^2ft£?8j& fe^tf 

(d) 1 S/c[^ti^li§El±^$ti^ffiMiJ 

(a) W^oX#'JX SIM Fo^^^n^Xfn^ ^yxfDX 

fxbxfnx f p ^ y # w ^ y ^ ? y 7 y f\ ^rbnt v- 

;K >fh73t x /-;K fiyfYJ-^y, SN-3 8, M-^y/x^x 
y^^-tr;K F-fe£^-t?;k PNU-K PGE 2a , PGEix PGE 2 , x5t£ 
;l/$>>*J/7-k e^^yE, ^y^lf K*^-k ^y-fe*7;l/i£x 7 
x~F^X -T77°n7xX 7Mlf7 i P7xX PNU-2, PNU-3& 

p n u - 4 .j; d frzm^mn2n%Mim<Dm$g±m'\i%:%L 

(b) &J9 : 1&^U&'6 : 4 (S^y-fey F : ^/^y-fe'J F) ©fiffit© 



s^y-ty Ffe£«/^yby F«im iiLtiii^u-bu F^^tf^y 
^■y -t y f& 1 6 l 2 2 (DMrnm^m-mit^tz ?v -t y yo^y-fe 
i>-^iMgMxxx;i^fe t> > 

( c ) if fett^n^s^sEaLhim^nsifflfi, ' fc<fctf 

(d) i sfctt*n«ffl^«^htm^nsi^ffi?&BKij 

*mmmmte, fu^uyyvu-jw xvfwuyyvn-)^ cpr 

G 3 0 0, 4 0 0, 6 0 0S^O^tt) #'J Xfl/^'J 3-;K ^'Jt'jy 

s x£/-;k hVT^f-y, ^WVV^^F, yy n7n-;Kglycofu 
rolX 7°nt£Uy£-^*-K 7K >^;l/7-feh7^ h\ £fc«*n£0*I 

9 5% (v/v) x£/-;l/ am x#y-;l/£v^) £^£?iI£fftn?£So 
7 n tf U y ^ y n -;V43 <fc x £ 7 -;l/<Dig£$&f £ £ l^T 7°n tf U > 7 V n 
-;Vl±#&5 0 %&V>U$9 5 %<OS"P#^E"TS 0 
^IS^^^ffirS WJ«, S ^Ti^M * 7 * 7 (Cremophor)RH40©# 

^7EL-p©^y^->;V3 5 t^Mft ; ^yy;W-h ; v;Vh-;P 

(Solutol)HS- 1 5 ; Ziiv F(Tagat)T0 ; 3-;l/(Pegiicol) 6 -tH- 

h ; t:ij^^xfu>xf7L/-h ;t§^y^yn-;wb^y-try f ; £fc 

Tl^o L^WffirSttm^ y U^7 * 7RH40S fcfc* 7 U^E 7 * 7ELT-& £ D 

fflffl*Tmi^tafn^y ^y n-;Hk^y-tzy Kta, y;i/^~;KGeiucir 



1 8 8A^tn5o 

fflWTfflv^^ y v;l/^- F # U v;l/^- F 2 o . #y y;W- F 
4o, x° y v;v^- f 6 o $3 <k # # y y f 8 o ##$ns 0 

#y— ;KT = y, hUx^y-;Vr^X ^W5/x^y-;K hUX( 
\l Kn^psot =f-)V)T 5 y y y y^fc&xf-i^yr a XDcTi: *fflR7;l/*;l/ 

r = > ; ii if , n u y t f n y f © cr t 4 i&r y y a ; mtsf, 
r^^x u ^y f fttt ^7-i>y ^Mtt7 ^ y 3 0 

«7;W7 = >{^ ^y^l/757x^y-;Vffdih'JX (tKn^ 
75/^^yt^c 

(b) &mm&we>%i5mm%%;^Lffi4onm%(Dm<D, m9 : i&^u& 
6 : 4 (yyy-try f : ^yyy-fey F) ©aato^y -ty F&^o^yy 
y -fe y c c tigy y y y F&cfctf^y y y -t y i 6 l 2 

2 ©j^^g^^-r s y y * y yo^ey -^/t^y-^iSMffiMxx-r;VTS 

(c) ^fHa§S$Zf£>8j 1 0II%^L^]3 0SM%OMcDl Sfc&^-ft^g 



(20) f#^2 002-51 1099 

$f $ L^mM'Mk-&mz, SCK IK III, I VT^£nS{t-&M/c« 

(a) ^wmfomvm 5mm%r^Lm3 onm%<Dm(omm&<DMm±m& 

(b) ^mmmvm 5mm%&^Lm3 5mm%(Dm(D, m9 1 c^u 

(c) ^ttTO»^l 5li%^bS2 5li%OlO, ^ntfby^U 

(d) ^|fffi«O^J3 0fi»%ft^L£j4 5fiS%Ofi£D^^7^7RH40 

(b) mfffifi5c»^5SM%^^L^3 5fi»%cDS?\ £J8 : 2 (S^U 

(c) ^IfMtKO^l 5fia%&^L&12 5fiM%©*<0, 7°nt°i/y^u 



(d) ^-tf-ffl«^3 0M%&V>L^4 5 Ixt 7 *7RH40 

s fc a i 7 * r EL*&ts?mmm\ 



*ffci8©E2Bfirici&tt, OTo^w^Hoi^^ntf «t t> stasis ns? 



(22) 002-51 1099 

m\*mfcteAti& 0 7v¥u>7v?~)W ifettx^y^v (95%) & 

ZZf-fWl/ypVa-fr l : 1) friE>W$l?£ti2>®&(Dm&®% 

) ^y^U^'J FOjifiOrM^, (^l^7*7RH40f;fcW:^l^E7*7EL<D 

= mstt7s>^st§t^n-r^ 0 ^O^Sg^^L, *?J6 0°C 





M (mg) 


% w/w 




3 0 2 


L 2 6 - 4 


EtOH/7'nb' WJa-tfd : 1) 


19 7 


17.3 


y^-lx^^/^/^^^CS : 2) 


2 59 


2 2.7 




3 0 7 


2 6.9 




6 1 


5. 3 




1 6 


1.4 


2 


fife £ 


MA (mg) 


% w/w 




3 0 2 


2 7.9 


EtOH/7'pt* : 1) 


2 8 0 


19,2 


^WV/^/^W^ (8:2) 


2 5.0 


2 3.1 




3 04 


2 8.0 




1 8 


1. 6 



(23) 



#^2 002-51 1099 



m ft 


fiS (mg) 


% w/w 




2 0 2 


2 0.4 


EtOH/7'pf V/J'JrHKl : 1) 


1 9 8 


2 0.0 


i/$-U4> ' ^/^"W^O : 1) 


9 0 


9. 0 




5 0 2 


5 0.6 


4 


J£ £ 


tt (mg) 


% w/w 




3 0 2 


2 9.0 


EtOH/7'uf W|3-*(l : 1) 


2 10 


2 0.2 


s^a-wi^ • ^y^-w v(9 : i) 


6 0 


5. 8 


* wt^tel 


4 5 0 


4 3.4 




1 6 


1. 5 



m ft 


£ft (mg) 


% w/w 




2 0 0 


1 6. 6 


EtOH/7'nt' WJa-Kl : D 


2 12 


17.6 


v^W^/^E/^W^ (8:2) 


3 8 0 


3 1.5 


? U^y*T RH40 


3 6 5 


3 0.2 


a — J>37xn^ 


4 8 


4. 0 



m ft 


mm (m g ) 


% w/w 




2 9 8 


2 5.8 


; EtOH/7*iit' WJj-jKI : 1) 


19 8 


1 7. 2 


^W^/^/^fWf >-(8 : 2) 


2 8 7 


2 4.8 


?U=Ey*T RH40 


3 2 5 


2 8.2 




4 5 


3. 9 





Eft (mg) 


% w/w 




2 9 9 


2 7.9 


EtOH//nt»ni^Kl : D 


1 5 2 


1 4. 2 


W V/*E 7 ^" W > (8:2) 


2 4 9 


2 3.2 


£ 1^7*7 RH40 


3 04 


2 8.4 




6 6 


6. 2 



(24) 



1#H 2 002-51 1099 



mi 



mi 



mm 



mmm 





fiS (mg) 


% w/w 




3 2 9 8 


2 7. 6 


EtOH/rafc' wr^-Hl : D 


15 0 


13.9 


W y/^:/ Or W ^(8 : 2) 


2 5 7 


2 3.8 


^ l^^T EL 


3 0 9 


2 8.7 




6 2 


5. 8 


9 




SS (mg) 


% w/w 




1 9 7 


19.7 


!EtOH/7°Bt' Wl^Kl : 1) 


208 


2 0.8 




2 7 1 


2 7.1 


^ 1^7*7 EL 


3 2 9 


3 2.9 


1 0 




SS (mg) 


% w/w 




2 0 2 


2 0. 0 


EtOH/7"Bt'l/y^j3-* (1 : 1) 


2 0 8 


2 0.6 


v^W^/^/^WVO : 1) 


2 7 9 


2 7.6 


* 1^7*7" EL 


3 2 1 


3 1.8 


1 1 




£fi (mg) 


% w/w 




2 0 2 


19.8 


EtOH/7* nf Wlla-* (1 : 1) 


2 0 1 


1 9. 7 


is/* / # U (9:1) 


9 6 


9. 4 


if, ]) y,w<~- hso 


5 2 2 


5 1.1 


1 2 


& # 


tt (mg) 


% w/ w 




2 13 


2 1.0 


EtOH/7°nfl/^'!l3-n' (1 : 1) 


2 0 0 


1 9. 8 


^W^A/^WVO : 1) 


8 6 


' 8. 5 


^ l/^7t7 EL 


5 1 4 


5 0.7 



l 3 



(25) 




mm 002 


f& ft 


tt (mg) 


% w/ w 




3 0 1 


2 9.3 


EtOH/7° p!:* I^'ilz-jV (1 : 1) 


2 0 0 


19.5 




2 0 4 


19.9 


V v^y^r EL 


2 6 1 


2 5.4 




6 1 


5. 9 



mm 1 4 





Hit (mg) 


% w/w 




4 0 0 


4 0 


E tOH 


10 0 


1 0 




7 0 


7 


i> 1/^7^7 EL 


3 3 0 


3 3 




8 0 


8 


H a O 


2 0 


2 



mm 1 5 



f& ft 


fiS: (mg) 


% w/w 




3 0 0 


3 0 


EtOH/r vl'VjfU-* (1:1) 


1 9 0 


1 9 


^ W "y/^ J * W ^ (8 : 2) 


1 8 0 


1 8 


^ V*7^7 EL 


2 5 0 


2 5 


7X 


2 8 


2. 8 6 




2 


0. 2 




5 0 


5 


1 6 


fiS ft 


Mi (mg) 


%• w/w 




2 0 0 


20 


EtOH/7°Dt>yr!)r^ (1 : 1) 


2 0 0 


2 0 


^Wy/^/^W^(8 :2) 


12 0 


1 2 


^/Wy— ;V 44/14 


4 8 0 


4 8 


1 7 




£ft (mg) 


% w/w 




2 0 0 


2 0 


EtOH/7'uf (1:1) 


200 


2 0 


^ W / * W ^ (8 : 2) 


1 2 0 


1 2 


jKJJ y/W<- h8 0 


4 8 0 


4 8 



m&m 1 8 



(26) 



#^2 0 0 2-5 11099 



mm 



fife # 


M&~ (mg) 


% w/w 




2 0 0 


2 0 


EtOH/7* Pt" ^* Jfa-A- (1:1) 


2 0 0 


2 0 


v^W ^/^-/^W^(7 : 3) 


12 0 


1 2 




4 8 0 


4 8 


1 9 


fife ft 


Sft (mg) 


% w/w 




2 0 0 


2 0 


EtOH/7'atV^*!|3-* (1:1) 


2 0 0 


2 0 




12 0 


1 2 


* 1^7*7 EL 


4 8 0 


4 8 


2 0 


fife # 


tt (mg) 


% w/w 




3 0 0 


3 0 


9 5%E tOH 


9 5 


9. 5 




8 0 


' 8 


^i/M 1 y/^y^-w^(8 : 2) 


7 0 


7 




4 5 5 


4 5.5 



mmmz 1 



fife # 


fi* (mg) 


% w/w 




1 0 0 


1 0 


EtOH/7°nt' (1 : 1) 


2 0 0 


20 


W^y^r EL 


4 0 0 


4 0 


i^-W ^/q&y^-W v(8 : 2) 


3 0 0 


3 0 


2 2 


fife # 


** (mg) 


% w/w 




1 00 


1 0 


EtOH/7'nt' W*!l3-* (1:1) 


2 0 0 


2 0 


* WE- 7* 7 EL 


4 0 0 


4 0 


v^WY ^/^E-y^W V(9 : 1) 


3 0 0 


3 0 



USSM 2 3 



(27) 



#^2 002-51 1099 



fiJE ft 


mm (mg) 


% w/w 




10 0 


1 0 


EtOH/7°nf^ s '!l3-jV (1:1) 


2 0 0 


20 


* V^ey^TEL 


4 0 0 


4 0 




3 0 0 


3 0 



fi£ # 


£4 (mg) 


% w/w 


iH^n^y^A 


10 0 


1 0 


EtOH/^nt'W^ja-* (1:1) 


2 0 0 


2 0 


^ U*7^-r EL 


4 0 0 


40 




3 0 0 


3 0 



mm 2 s 



& ft 


fig (mg) 


% w/w 




10 0 


1 0 


EtOH/7'pf WUs-fr (1:1) 


2 0 0 


2 0 


* 1^:7*7 EL-P 


4 0 0 


4 0 


v^W^/^/;TW^(8 : 2) 


3 0 0 


3 0 



fig ft 


tt (mg) 


% w/w 




10 0 


1 0 


EtOH/7*Pt' (1 : 1) 


2 0 0 


2 0 


^ 1^:7^7 RH40 


4 0 0 


4 0 


i^W ^/^/^W^(8 : 2) 


3 0 0 


3 0 


2 7 


fi£ # 


mm (mg) 


% w/w 


iM^n*#y^A 


1 0 0 


1 0 


Etmyr v? wWi-S' d : D 


2 0 0 


2 0 


y/Vh-/UHS-15 


4 0 0 


4 0 


t^-l^ ^/^/^-^-<V(8 : 2) 


3 0 0 


3 0 


2 8 


fife £ 


SS (mg) 


% w/w 




1 0 0 


1 0 


EtOH/7'nt* WJa-fr (1:1) 


2 0 0 


2 0 


/K y y/u^— h so 


4 0 0 


4 0 


y/^&/^-^^(8 : 2) 


3 0 0 


3 0 



(28) 



#S2 002-51 1099 



mmm 2 9 



fig # 


M (mg) 


% w/w 


iM^n^yvA 


1 0 0 


1 0 


Et0H/7°Dt'i/yn)^ <l : 1) 


2 0 0 


2 0 




4 0 0. 


4 0 


(8:2) 


3 0 0 


3 0 


3 0 




Sfi (mg) 


% w/w 




10 0 


1 0 


EtOH/7'pt' (1 : 1) 


2 0 0 


2 0 




4 0 0 


4 0 


vof u-f^/^/^W^O ■. l) 


3 0 0 


3 0 


3 1 




£& (mg) 


% w/w 




1 0 0 


1 0 


EtOH/7"ptV/r Pa-* (1:1) 


2 0 0 


2 0 


^ 1^7*7 EL 


400 


4 0 


^WV/^y^-W^(7 : 3) 


3 0 0 


3 0 


3 2 




fi* (mg) 


% w/w 


iM^n^tfy ^A 


1 0 0 


1 0 


EtGH/7'nt' (1:1) 


2 0 0 


2 0 




4 0 0 


4 0 


>/^/^W^(6 : 4) 


3 0 0 


3 0 


3 3 




mm (m g ) 


% w/w 


a — f^7jP —/V 


1 00 


1 0 


Et0H/7'ptV^*j3-* (1 : 1) 


2 0 0 


2 0 


^u*7*r EL 


4 0 0 


4 0 




3 0 0 


3 0 



mmm 3 4 



(29) 



002-51 1099 



m 



m ft 


314 (m g ) 


% w/w 




2 0 0 


2 0 


EtOH/7*nf^*p3-* (1 : 1) 


1 0 0 


1 0 | 




4 0 0 


4 0 


*J>%-V4 ^/^E-/^-W^(8 : 2) 


3 0 0 


3 0 


3 5 


fig ft 


314 (mg) 


% w/w 


a - F37in- JV 


3 0 0 


3 0 


EtOH/7'nt' WHs-* (1:1) 


10 0 


1 0 




3 4 0 


3 4 


^U>r^/^y^-W^ (8:2) 


2 6 0 


2 6 


3 6 


fig # 


l£fi (mg) 


% w/w 


a- h^7a:t2— /V 


4 0 0 


4 0 


EtOH/7'pf (1:1) 


1 0 0 


1 0 


^ WE 7*7 EL 


4 0 0 


4 0 


*;*W^AMWy(8 : 2) 


1 0 0 


1 0 | 



mmm3 7 



fig # 


Sft (mg) 


% w/w 


a - h^7iO — /V 


5 0 0 


5 0 


EtOH/Znt'uyrib-fV (1 : 1) 


1 0 0 


1 0 




3 0 0 


3 0 


^W^/-=&/^W^(8 : 2) 


1 0 0 


1 0 



HSSM3 8 



fig ft 


Jtfi (mg) 


% w/w 




1 0 0 


1 0 


EtQH/7 , Pt* (1 : 1) 


2 0 0 


2 0 




4 00 


4 0 


■j^t W V/^ ; * 1/ (8 : 2) 


3 0 0 


3 0 



mmm3 9 



fig # 


Mi (mg) 


% w/w 




6 0 


6 


EtOH/fuf (1:1) 


2 4 0 


2 4 


^WE^XEL 


4 0 0 


4 0 


^/*&/*W^(8 : 2) 


3 0 0 


3 0 



(30) 



4t^2 002-51 1099 



mmw4 o 



mt 



ft ft 


Sfi (mg)' 


% w/w 




5 0 


5 




12 5 


12.5 


yy-ty v 


12 5 


12.5 


^^7*7' EL 


5 0 0 


5 0 


i?*W^/^/^W^(8 : 2) 


2 0 0 


2 0 


4 1 




Si (mg) 


% w/w 


CPT-1 1 


5 0 


5 




2 5 0 


2 5 




1 0 0 


1 0 


^1^7* TEL 


4 5 0 


4 5 


>A/^Wy(8 : 2). 


15 0 


1 5 


4 2 


i£ ft 


fifi (mg) 


% w/w 


CPT- 1 1 


6 0 


6 




2 5 0 


2 5 




5 0 


5 


^1^7*7 EL 


4 5 0 


4 5 


W V/^t / * W > (8 : 2) 


19 0 


1 9 



3 



mm 



ft ft 


Si (mg) 


% w/w 


CPT-1 1 


5 0 


5 




2 5 0 


2 5 




5 0 


5 


9 ±T EL 


3 7 0 


3 7 


v?^-W >-/^e/^W^(8 :2) 


2 8 0 


2 8 


4 4 




Si (mg) 


% w/w 




6 0 


6 


E t OH/PEG 4 0 0 (1 : 1) 


3 0 0 


' 3 0 


* l^^TEL 


4 4 0 


4 4 


i^-W^/^/^w^Cs : 2) 


2 0 0 


2 0 



(31) #S2 0 0 2™ 5 110 9 9 

nmw4 5 



mm 



& ft 


Sft Cmg) 


% w/w 




1 0 0 


1 0 i 


W / # W > (8 : 2) 


3 4 3 


2 9.8 


* 1/^7* TEL 


4 5 7 


3 9.7 




5 0 


4. 3 




2 0 


1. 7 


Eton/7 vt'WP-Kl : 1) 


1 8 2 


15.8 


4 6 




(mg) 


% w/w 




1 0 0 


9. 2 




3 4 3 


3 1.7 




4 5 7 


4 2. 2 


EtOH/7°nt'V^'i)3-^ (1 : 1) 


18 2 


16.8 


4 7 




mm (m g ) 


% w/w 




2 5 


2. 3 


Sfcfr W * W V(8 : 2) 


3 4 3 


3 1.8 




4 5 7 


4 2.4 


-3fyj>; K 


5 0 


4. 6 


tK 


2 0 


1. 9 


EtOH ■ 7'nt* WJa-Kl : 1) 


1 8 2 


1 6. 9 



mmM4 8 



fi£ ft 


mm (m g ) 


% w/w 




2 0 


2. 0 


* ^ A/U MCM 


3 4 3 


3 4.2 


t u^?*tel 


4 5 7 


4 5.6 


EtQB/r vt' VUWi-t, (1 : 1) 


18 2 


1 8. 2 



;BSM4 9 



& ft 


Mil (mg) 


% w/w 


7n^foy 


2 0 


2. 0 




3 4 3 


3 4.2 


* U*7*7 EL 


4 5 7 


4 5.6 


EtOH/7*nf WJa-JKl : D 


18 2 


18.2 



ftffiM 5 0 



(32) 



002-511099 



J& ft 


SS (mg) 


% w/w 




4 0 0 


2 8.9 


v^W >/^E-y^-W V(8 : 2) 


3 4 3 


2 4.8 


?U^7*T EL 


4 5 7 


33. 1 


EtOH/V b7' Vjf^-P 


18 2 


1 3. 2 


5 1 


& ft 


fifi (mg) 


% w/w 


PGF 2 , 


. 5 0 


4. 8 


v^w yAy^w>(8 : 2) 


3 4 3 


3 3.2 




4 5 7 


4 4. 3 


EtOH/7°df WJa-* 


1 8 2 


17.6 


5 2 




fift (mg) 


% w/w 


PGFj 


1 0 


1. 0 


i?^-W V/^/^W>(8 : 2) 


34 3 


3 4.6 




4 5 7 


4 6. 1 


EtOH/rnfwrja-* 


1 8 2 


1 8. 3 


5 3 


m ft 


MM. (mg) 


% w/w 


PGF 2 , 


1 0 


1. 0 


>^W a- Wy(8 : 2) 


3 4 3 


3 4.6 




4 5 7 


4 6. 1 


EtOH/7'pf W9*p-fr 


18 2 


18.3 



b. nnsutT^y^vy-j-mm 

( i ) Sprague-Dawleyffitt^y b%J> ■ MXin vivo)gP^^^7-<^^ If 

&&t?Cfcte:«fcoTllSfiL;fco 3 0 0-4 0 0 g ?M*fifeH<D#^y 
i-Wfbfc 0 §M*2 0mg/kgffliT77hOi (n = 3) KMO^. 
#Lfc 0 ^?IS<« I T*Jfr2tl&fcG® mmmat 200-300mg/g) 

s^^zk-e i o oimmu »pi»m^t7 7 l^m-ag 

SALfCo 0.2 5, 0.5, K 2, 4. 6, 8, 1 2 33 £tf 2 4 RfFS 

K % gi^J^i-W^-iOl^O. 2 5ml ^f#rco £n^©«fffi 



hojfii^o3ISI«S^ ISJ^il^ (i.v.) $fefiigngK*^LTi9:-# 

Lfd£©(Wc*fbT7°ny hU «fp«-Bf«IIT®» CAUC, the 
Area Under the Plasma Concentration-Time Curve) ^r, Si 

(AUOma/M&mn 

ffifts V^T^Y yfyr-f- (F) = 

(AVC)iv/m£iv 



(i i) SH4lf-^;l/^t, >f> • e^(in .vlvo)gP7^7e 'Jf-f-^i 
temSlLTco 13.5-17.5 k g OftIii©^?^li-ML/co 

2Omg/kgffllt^?0p (n = 4) tlPS4L/c 0 S I 
ZtlZit-SysCDftm&mJj (3 0 0mg/g) £^f-y£7 0 -tz;Wc^U cl 
n^S^Lfeo S»2 4 0^fe«fctfK 2, 4, 6, 8, 1 2fc«fctf2 

(i i i) #BSfcLT, W^^^-y*7°^;Wc^L/cSi T^^n^fb^ 

MJ£A&£ 8 0 1 5 Omg (120 OmgMi) 7? 1 OA^t^V 

T^£tl£fbM^4CD3 0 Omg (1 ZOOmgMI) 7?S-^Lfc 0 
&3 0#:|3j:tf K 2, 4, 6, 8, 1 2&&Tf2 4HHftK2iffO#7>f'r 

T#M%H P L C 7-ylr-r^ffl^T^«f Lfco S I ^SnS{b^£>Jfil*ii 
JlW^LT^n'yhU AUC^#T|gM^W^7^^H , UxY-^ 

fBfcMWtfT'M'^lf 'Jf>f-=AUC» /AUC# B xi 00% 



(34) 002-51 1099 



<D^M ^nX^'JVA «nAVt7^ ^ tf D tV - W\ =7 y h (N = 8 ) 
g 1 





»¥^SP *r-<^ 7 tr y r - (%) 


i 


8 4 


2 


3 7 


3 


7 1 


4 


7 1 


* I -C^3;H,*fc#4fc©i8«» 


< 2 0 







S 2 





#£OT«Q'M^T^7tfy7V- (%) 


1 2 


4 2.7 


1 3 


3 8.6 




1. 5 



m 3 





*-7^-r 7if!Jf^ (%) 


1 5 


2 3 0 




10 0 



(35) 

INTERNATIONAL SEARCH REPORT 



#S2 0 0 2-5 11099 



PCT/US 98/14818 



IPC 6 A61K9/107 A61K9/48 



OUtionoldocijTKmt. with hd 



EP 0 267 617 A ( THERATECH ) 18 Bay 1988 
see the whole document 

WO 98 22106 A (ABBOT LABORATORIES) 
28 May 1998 

see the whole document 



Pahvant lo claim No. 



1-31 

1-31 



[X~| Polwitfanily memb 



[ but puMdied on 01 «fl«r tt» M 




4 November 1998 



European P««nt Oftlca. P.I 



it* of rcaling of the intern 

12/11/199S 



Ventura Araat, A 



#82 002-51 1099 



INTERNATIONAL SEARCH REPORT 



cited in search report 



DE 


3779999 A 


30-07-1992 


ES 


2042527 T 


16-12-1993 


GR 


3005030 T 


24-05-1993 


JP 


266083d B 


08-10-1997 


JP 


63211241 A 


02-09-1988 


KR 


9601373 B 


27-01-1996 


US 


4863970 A 


05-09-1989 



WO 9822106 A 28-05-1998 AU 5257398 A 10-06-1998 



(37) 



#S2 0 0 2-5 11099 



(5D int. ci. 7 msm% fi i-n-Yim) 

A 6 1 K 31/4433 A 6 1 K 31/4433 

31/4439 31/4439 

31/4745 31/4745 

31/496 31/496 

31/5575 31/5575 

31/568 31/568 

31/57 31/57 

47/14 47/14 
QDIffim E P (A T, BE, CH, CY, 



DE, DK, E S, F I. FR. GB, GR. I E, I 
T, LU, MC, NL, PT, S E), 0 A(B F, BJ 
, CF, CG, CI, CM, GA, GN, GW, ML, 
MR, NE, SN, TD, TG), A P (G H, GM, K 
E, LS, MW, SD, SZ, UG, ZW), EA(AM 
, AZ, BY, KG, KZ, MD, RU, TJ, TM) 
, AL, AM, AT, AU, AZ, BA, BB, B G, 
BR, BY, CA, CH, CN, CU, CZ, DE, D 
K, EE, E S, F I, GB, GE, GH, GM, HR 
, HU, ID, I L, IS, J P, KE, KG, KP, 
KR, KZ, LC, LK, LR, LS, LT, LU, L 
V, MD, MG, MK, MN, MW, MX, NO, NZ 
, PL, PT, RO, RU, SD, SE, SG, S I, 
SK, SL, TJ, TM, TR, TT, UA, UG, U 
S, UZ, VN, YU, ZW 



